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DETAILED ACTION 



1 . Applicant's amendment filed 1 1/22/00 is acknowledged and has been entered. 

2. Applicant's confirmation of election without traverse of a conjugate consisting of one Fab' 
antibody fragment attached to no more 10 non-proteinaceous polymer molecules which has a 
specific apparent size of at least about 500kD and at least about 8 fold greater than the apparent 
size of at least one antibody fragment, and a single chain PEG molecule of an average 
molecular weight of at least about 20kD is acknowledged. 

Claims 2-4, 6, 7, 20, 22 and 27 stand withdrawn from further consideration by the Examiner, 
37 C.F.R. 1.142(b), as drawn to non-elected species. 

Claims 1,5, 19, 21, 26, 28, 29, 31-35 and newly added claim 36 are presently being acted 
upon. 

3. It is noted by the Examiner that Applicant has listed the references for the information 
disclosure statements filed 12/22/99, 10/26/99 and 6/08/99 in Applicant's transmittal letter of 

1 1/22/00. However, the references can not be located. Hence, the said information disclosure 
statements fail to comply with the provisions of 37 CFR 1.97, 1.98 and MPEP § 609 because 
the reference cited therein have not been provided by Applicant. The information disclosure 
statements have been placed in the application file, but the information referred to therein has 
not been considered as to the merits. Applicant is advised that the date of any re-submission of 
any item of information contained in this information disclosure statement or the submission of 
any missing elements will be the date of submission for purposes of determining compliance 
with the requirements based on the time of filing the statement, including all certification 
requirements for statements under 37 CFR 1.97(e). See MPEP § 609 1 C(l). 

The following are new grounds of rejection necessitated by Applicant's amendment filed 
11/22/00. 

4. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 



The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable 
any person skilled in the art to which it pertains, or with which it is most nearly connected, 
to make and use the same and shall set forth the best mode contemplated by the inventor of 
carrying out his invention. 
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5. Claims 1, 5, 19, 21, 26, 28, 29 and 31-36 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventors, at the time the 
application was filed, had possession of the claimed invention. 

The specification does not provide adequate written description of the claimed invention. The 
legal standard for sufficiency of a patent's (or a specification's) written description is whether 
that description "reasonably conveys to the artisan that the inventor had possession at that time 
of the. . .claimed subject matter", Vas-Cath. Inc. V. Mahurkar . 19 USPQ2d 1111 (Fed. Cir. 
1991). In the instant case, the specification does not convey to the artisan that the applicant 
had possession at the time of invention of the broadly claimed conjugate. 

The instant claims encompass a conjugate consisting of an antibody fragment that does not bind 
antigen covalently coupled to any polymer. There is insufficient disclosure in the specification 
for such a conjugate. 

Applicant's arguments in the amendment filed 11/22/00 have been fully considered but are not 
persuasive. 

It is Applicant's position on pages 6 and 7 under "Written Description" that the ability of the 
claimed conjugate to bind antigen is not needed for the conjugate to function as a toleragen for 
the underivatized parental antibody fragment and Applicant cites Wie for a description of how 
to use PEGylated allergen for the induction of tolerance to underivatized allergen in an animal. 

It is the Applicant's position that Wie describes the tolerization of allergen rather than of an 
antibody and that claims 26, 28 and 29 require that the antibody fragment binds to the antigen. 
It is the Examiner's further position that the fab' antibody fragment recited in the instant 
claims, including those recited in claims 26, 28 and 29 may not in fact bind antigen and may 
not tolerize because the conformation of the molecule may be vastly different from that of the 
native molecule due to absence of the disulfide bond between the two chains. 

6. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

7. Claims 1, 5, 19, 21, 26, 28, 29 and 31-36 are rejected under 35 U.S.C. § 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 
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Claims 1, 5, 19, 21, 26, 28, 29 and 31-36 are indefinite in the recitation of "consisting 
essentially of because it is not clear what other elements are encompassed that would not 
effect the basic and novel characteristics of the claimed invention. This term is considered 
indefinite when used in a compound claim. 

Applicant's arguments in the amendment filed 11/22/00 have been fully considered but are not 
persuasive. 

It is Applicant's position on pages 7-10 beginning at " Rejections under 35 USC second 
paragraph " that "consisting essentially of is not indefinite because the phrase excludes 
ingredients that would materially affect the basic and novel characteristics of the claimed 
composition. Applicant cites 224 USPQ 409. 

It is the Examiner's position that the claims of 224 USPQ 409 were drawn to a composition, 
whereas the claims of the instant application are drawn to a compound, 
application. 

8. The following is a quotation of the appropriate paragraphs of 35 U.S. C. § 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in a patent granted on an application for patent by another filed in the United States 
before the invention thereof by the applicant for patent, or on an international application by another who has fulfilled 
the requirements of paragraphs (1), (2), and (4) of section 371® of this title before the invention thereof by the 
applicant for patent. 

9. Claims 1, 5, 19, 21, 26, 28, 29 and 31-36 are rejected under 35 U.S.C. 102(e) as being 
anticipated by U.S. Patent No. 6,133,426. 

U.S. Patent No. 6,133,426 discloses a conjugate comprising a fab' covalently attached to a 
PEG, wherein the PEG has an average molecular weight of at least about 20kD, wherein the 
said conjugate has an apparent size of at least about 500kD, i.e., at least about 8 fold greater 
than the apparent size of the antibody fragment, and wherein the PEG is attached to a cysteine 
residue in the light or heavy chain of the antibody fragment that would ordinarily form the 
disulfide bridge linking the light and heavy chains, wherein the disulfide bridge is avoided by 
substituting another amino acid , such as serine, for the corresponding cysteine residue in the 
opposite chain (especially column 15 at lines 23-51, column 16 at lines 25-47 and column 24 at 
lines 46-58). U.S. Patent No. 6,133,426 further discloses that the fab' can comprise a 
humanized anti-human IL-8 antigen binding site, including the complementarity determining 
regions of a light chain polypeptide amino acid sequence that is either 6G4V1 1N35A or 
6G4V11N35E (especially column 15 at lines 52-67, column 16 at lines 1-6, column 74 at lines 
18-26, and claims). U.S. Patent No. 6,133,426 also discloses conjugates further comprising 
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avidin or biotin, i.e., non-proteinaceous label molecules (especially column 84 at lines 9-19) or 
radiolabels (especially column 96 at lines 20-31). U.S. Patent No. 6,133,426 discloses use of 
the said conjugates for treatment of inflammatory disorders (especially Abstract). Instant 
claims 33 and 34 are included in this rejection because U.S. Patent No. 6,133,426 discloses 
that, unless specifically indicated to the contrary, "conjugate" is defined as a heterogeneous 
molecule formed by the covalent attachment of one or more antibody fragment(s) to one or 
more polymer molecule(s) (especially column 12 at lines 56-60), i.e., it is an inherent property 
of the conjugate that it's covalent structure is free of any matter other than the antibody 
fragment(s) and the polymer, i.e., PEG, molecule(s). 

The reference teachings anticipate the claimed invention. 

10. Claims 1, 5, 19, 21, 26, 28, 29 and 31-36 are rejected under 35 U.S.C. 102(e) as being 
anticipated by U.S. Patent No. 6,025,158. 

U.S. Patent No. 6, 025, 158 discloses a conjugate comprising a fab' covalently attached to a 
PEG, wherein the PEG has an average molecular weight of at least about 20kD, wherein the 
said conjugate has an apparent size of at least about 500kD, i.e., at least about 8 fold greater 
than the apparent size of the antibody fragment, and wherein the PEG is attached to a cysteine 
residue in the light or heavy chain of the antibody fragment that would ordinarily form the 
disulfide bridge linking the light and heavy chains, wherein the disulfide bridge is avoided by 
substituting another amino acid , such as serine, for the corresponding cysteine residue in the 
opposite chain (especially column 15 at lines 23-51, column 16 at lines 15-48 and column 24 at 
lines 30-55). U.S. Patent No. 6,025, 158 further discloses that the fab' can comprise a 
humanized anti-human IL-8 antigen binding site, including the complementarity determining 
regions of a light chain polypeptide amino acid sequence that is either 6G4V11N35A 
(especially column 15 at lines 52-67, column 16 at lines 1-6, column 80 at Table 1). U.S. 
Patent No. 6,133,426 also discloses conjugates further comprising avidin or biotin, i.e., non- 
proteinaceous label molecules (especially column 83 at lines 48-50) or radiolabels (especially 
column 95 at lines 55-67). U.S. Patent No. 6,025,158 discloses use of the said conjugates for 
treatment of inflammatory disorders (especially Abstract). Instant claims 33 and 34 are 
included in this rejection because U.S. Patent No. 6,025,158 discloses that, unless specifically 
indicated to the contrary, "conjugate" is defined as a heterogeneous molecule formed by the 
covalent attachment of one or more antibody fragment(s) to one or more polymer molecule(s) 
(especially column 12 at lines 53-58), i.e., it is an inherent property of the conjugate that it's 
covalent structure is free of any matter other than the antibody fragment(s) and the polymer, 
i.e., PEG, molecule(s). 

The reference teachings anticipate the claimed invention. 
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1 1 . The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper time wise extension of the "right to exclude" granted by a patent and to prevent 
possible harassment by multiple assignees. See In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In reLongi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); 
In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 
164 USPQ 619 (CCPA 1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 
1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

12. Claims 1, 5, 19, 21, 26, 28, 29 and 31-36 are rejected under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 1-17 of 
U.S. Patent No. 6,133,426. Although the conflicting claims are not identical, they are not 
patentably distinct from each other because claims 1, 5, 19, 21, 26, 28, 29 and 31-36 recite 
limitations, (i.e., a conjugate comprising a fab' covalently attached to a PEG, wherein the 
PEG has an average molecular weight of at least about 20kD, wherein the said conjugate has 
an apparent size of at least about 500kD, i.e., at least about 8 fold greater than the apparent 
size of the antibody fragment, and wherein the PEG is attached to a cysteine residue in the 
light or heavy chain of the antibody fragment that would ordinarily form the disulfide bridge 
linking the light and heavy chains, wherein the disulfide bridge is avoided by substituting 
another amino acid , such as serine, for the corresponding cysteine residue in the opposite 
chain (especially column 15 at lines 23-51, column 16 at lines 25-47 and column 24 at lines 46- 
58). U.S. Patent No. 6,133,426 further discloses that the fab' can comprise a humanized anti- 
human IL-8 antigen binding site; conjugates further comprising avidin or biotin, i.e., non- 
proteinaceous label molecules (especially column 84 at lines 9-19) or radiolabels (especially 
column 96 at lines 20-31 ) or leucine zippers (especially column 84 at lines 48-54); SEQ ID 
NO: 60 and 70) that are disclosed in U.S. Patent No. 6,133,426. 
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13. Claims 1, 5, 19, 21, 26, 28, 29 and 31-36 are directed to an invention not patentably 
distinct from claim of commonly assigned U.S. Patent No. 6,133,426. Specifically, claims 1, 
5, 19, 21, 26, 28, 29 and 31-36 are not patentably distinct for the reasons enunciated supra in 
item #12 of this Action. 

14. Commonly assigned U.S. Patent No. 6,133,426, discussed above, would form the basis 
for a rejection of the noted claims under 35 U.S.C. 103(a) if the commonly assigned case 
qualifies as prior art under 35 U.S.C. 102(f) or (g) and the conflicting inventions were not 
commonly owned at the time the invention in this application was made. In order for the 
examiner to resolve this issue, the assignee is required under 37 CFR 1.78(c) and 35 
U.S.C. 132 to either show that the conflicting inventions were commonly owned at the time 
the invention in this application was made or to name the prior inventor of the conflicting 
subject matter. Failure to comply with this requirement will result in a holding of 
abandonment of the application. 

A showing that the inventions were commonly owned at the time the invention in this 
application was made will preclude a rejection under 35 U.S.C. 103(a) based upon the 
commonly assigned case as a reference under 35 U.S.C. 102(f) or (g). 

15. No claim is allowed. 

16. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS 
from the mailing date of this action. In the event a first reply is filed within TWO MONTHS 
of the mailing date of this final action and the advisory action is not mailed until after the end 
of the THREE-MONTH shortened statutory period, then the shortened statutory period will 
expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of 
this final action. 
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17. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Marianne DiBrino whose telephone number is (703) 308-0061. The 
examiner can normally be reached Monday through Friday from 8:30 am to 6:00 pm. A 
message may be left on the examiner's voice mail service. If attempts to reach the examiner 
by telephone are unsuccessful, the examiner's supervisor, Christina Chan can be reached on 
(703 ) 308-3973. Any inquiry of a general nature or relating to the status of this application 
should be directed to the Technology Center 1600 receptionist whose telephone number is 
(703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1600 by facsimile 
transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center 
located in Crystal Mall 1 . The faxing of such papers must conform with the notice published 
in the Official Gazette, 1096 OG 30 (November 15, 1989). The CM1 Fax Center telephone 
number is (703) 305-3014. 



Marianne DiBrino, Ph.D. 
Patent Examiner 
Group 1640 

Technology Center 1600 
April 20, 2001 
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